(19) 



(11) Publication number: 200031 9257 A 



Generated Document. 

PATENT ABSTRACTS OF JAPAN 



(21) Application number: 2000041005 

(22) Application date: 1 8.02.00 



(51) Intl. CI.: C07D211/32 A61K 31/445 A61P 25/00 A6 1 P 
25/28 A61P 43/00 



(30) Priority: 

(43) Date of application 
publication: 

(84) Designated contracting 
states: 



03.03.99 JP 11055754 
21.11.00 



(71) Applicant: EISAI CO LTD 

(72) Inventor: TAKEUCHI YOSHIO 

SHIBATA TETSUO 
SUZUKI EMIKO 
IIMURA YOICHI 
OZASA TAKASHI 
YAMANISHI YOSHIHARU 
SUGIMOTO HACHIRO 

(74) Representative: 



(54) 1-BENZYL-4-[(5.6- 
DIMETHOXY-2-FLUORO-1- 
INDANON)-2-YL METHYL 
PIPERIDINE 

(57) Abstract: 

PROBLEM TO BE SOLVED: To obtain 
a novel compound useful as the 
medicine, concretely as the 
acetylcholine esterase inhibitor, more 
concretely as the medicine for 
prevention, treatment and 
improvement of senile dementia, 
cerebrovascular dementia or attention 
deficit polyergic disorder. 

SOLUTION: This compound is 1- 
benzyl-4-[(5 t 6-dimethoxy)-2H r luoro- 
1- indanon]-2-yl]methyl piperidine, 
shown by the formula. It can be 
obtained by, e.g. fluorinating 1-benzyl- 
4-[(5,6-dimethoxy-1-indanon]-2-yl] 
methyl piperidine and, if necessary, 
making the product into the salt. The 
desired fluorinating agents include N- 
fluorobenzenesulfoneimide, and 3- 
cyc)ohexyl-2-fluoro-2,3- dihydro-3- 
methyl-1 ,1 -dioxide-1 ,2~ 
benzisothiazole. This compound is 
effective against senile dementia, 
especially Alzheimer's disease type 
one. 
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[is** i ] Tsafk^r*sn4i-^ >va-4- 

j*?jw<y!s.s£ tc it* cDXa^nu:^ s ti £ te Q 
[fbi ] 




o > y y > )-2-<Y A]y A b u > g fcti* 
*a-l-f>yv >)-2-^;U]^ *Ab^>J s^>SfcJ** 

y*jn^ys»a & i** ©jBMWjtcffrS s n «tt<o 

-3--* ^-l r l-^* * S/ F -l r 2-^> X ^Vf 7 V "—A' 
*fct*2-7;U3T 0-3,3 *H>-2 p J-i>fc 

lESJtCO 1-^ >:^-4-[(5, 5-^ y h+V-2--7;l^O-l- 
<Y > *V > )-2- ) y * JU b*"s ¥ > £ fcl**C^ff 

[000 1 ] 

\t7<k*)l* 'j>XXf7- fe'H*&]£CT;, «fcOS<* 

^SftP$S(Apn> p Attention Deficit Hyperactivity Chs 
easeW^B* - * 31**1 £ UT, «fS«At&QSl£ 

i L r s ecc^ft^cc ti 7 Ay ^ -? -sa^^aso* 
»A • iftjR - fflttfittiukdiiv. **:*o£i 
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ft*. fiKK*^ (Oonepezil Hydrochloride r 1- 

jf^*e^ys» • y><**vy*> cm™ 

stiqmne, W-X^jU-N--* ^Jl^^n* £ >g^3-[l-(>^ 
s}*-*A>Y? xi*) , y h I/?**- r (Me 
10 trifonate, (2,2 ,2- r U >PD -l-b FPt^if^J'J 
>gS^y^;lO . 4&B9?y> (Tacrine Hydrochloric! 
e f l f 2 r 3,4-rh7t KO-9-7* * >) , .-^ffc^K 

^K^y >^ $ > (Galanthamine Hydrofaromide) % & 
*7s=r 4 ?Z > CMeosticfnineJ . 7 ^ y ^ ? ? \ > Cp 
hy5osticn»ineD ^ti'*^i>4. 
[0003] 

i a0flt#Bitt'&i», a«aw>*T?»pia:# 

[0 004] ±i$<DJ: ^icmm F*"*&MtmtltcMm 
V&ii)\ 3 6«C«n/cJtt*«rWr*7-b^JU=iy>x 

[ 0 0 0 5 ] 

30 [3a*jBftT*feK>^ia] *C'C**il8*6« 1 J: 

+^-2-y A^f d -1-^ > y y >)-2-w Ajy ^ jU y 
[0006] fie^r^wncDBnid:. estot. mi* 

Wtc«7-b^An«J >x^^^— fefH*S«<t OT. J: 0 
.mft«tc{i&S^AttJ5(BSl£, G&etM££fct*&S 
40 Xfi^lM«««)7M - fM * a*SUi LT, SS^Afi 
tt^tf^ ux 2 6cc^flc^tir;iy ^ w -assess 

•e^ssiiS?*^ a jtr 4 c 6 tc *> 4o 

[0007 ] CC X\ *&WlC&fi>Z 1-^ > t>A-4- 
((5 f 6-^ h^>-2-y^^O-l-^>^^>)-2-^>iU) 

[0008] 
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[0009] **wfc£ttt*i*W9tc ^mou? 1 m 
i * & aMtu: iHS 3 na c > c 

[0010] *tc*mi£toH*W**mti:W&SM 

[ooi i ] tfcor, *^i«fb^«i<o-ijS!W$8^icoc3 

ttttfrr&tf. cnJBW©**KlJ:-»'Cfelli65IIB , C* 

*• 

[0012] (1) l-^>i>^-4-[(5,6-^ h+V-l--Y 
«it t*1$BBBa64-79, 151^£«(EP-?96, 5G0-A1^£<R)4> 

[0013] C CC«l***»*M«S>W»* b<, m 

tiHfita*9tz«v*0J* ♦ tr*(h yy *jt>s/yjiors 

Y. i-Y *)0A7* K, *Xfb:Tt 'J**, IP^A 
th^i*xh + VK. *>y$**t-:7h 
*^K, TkKft^h y^A *Kfk*iJ-5^«*lf* 

[ooi4] *fc7^*it»j4orftf*w*c«*. W*i* 

^ : (1 3374 5-75-2)) 3->^D^. + V;U -2-7 ;U * P -2 , 3 
-2>t F )l -1,1-^** > K -1 , 2-^ >X4y* 

T % /-JU«MtT-F p : (1S6806-24-6] (196106-79- 3J). 2 
)l*V-l f ^-i>M ^;U-2,3-^b KD-1,?-^>X^ y 
*7V-)l 1 , l-Sx* * V K (CASS^S^ : (124170-23- 
6)), S^X^JUr * ^ttl^h y^JW*y K(DAST\ |sJ:[38 
073-09-0)), U,N-Vx *^-l,l,2 ,3, 3, 3-^*^7 

P^nWS ^CEJUi^X 7?fk*X, rh^T;U 
^7>f^^A7jlt'J h\ 7 ?{k£y £2*. 7 ? ft 

J*Jl/*W * F&£t'li3-^£ 0^*^-2-7 JU*U- 
2,3-^t KD-M^M t l-^t + ^ K-l f 2-^>A'^ 
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y*7y-;u#<fcoa?*Li> 0 

[ooi5] c cr-f<jfflT4?s«iii. jtJHsrJ&e**^ 

JumiCCHtMAI^ h7t Kn^vow), i f 2 
^>-tz>, hJl/X> % +>U>, V^n^^if>. 

io i«cim* e cn6^$*rt2e«w±cr)ii^ 
[ooi6] an. b^MME^^iftitWseiitt 

<2) *. 

[0017] te^^r^ej^H^icig^-r^^^, jy 

20 [0018] 1 l-^>^U-4-((5 r 6-*/^ h * 

>-2-7 ^ ^ a -l- > y ^ > ) -2- ^ ^ ] y ^ ^ e-^ y i> 

[0019] 
Hfc3] 

3xx5co-o - 

[002 0 ] UT<^Sl&*S3R«HSiT?T-? &. 1-^ > 
30 i/;l/-4-[(5 r (>-^^ h =^ s >-l-^>yy>)-2-^^]y^ 
;Ut^>JS/> O^CKiCO.SSnwol)^:^ h7th P77>(T 

i*) ianitc?gf!?u -7arccc»*pa, i.cw-y a • t- 

^(h y^^iUV»J^)T5 K/THRSHfc 0,63*l(0,63mro 
1) * O fe, 45fm*FXt *C -78 # C^ 6 -20 # C* -Cgffl O 
fcfg. BO'-7^CtC?^i|lLr % M-7^^D^>-fe'>A>lU^ 
0,25q(0,79wno1)COl>lF 2ml?S?K€:ftAL/^:o - 

iatelkr>^:^^A*rgig3aiii^:*ii^. itKx^^3ani 

**k^^u>/>*x-^5fi)«:'CWMo. MMttK 

[002 1 ] iStti* : 
, ^f*«(27aHz r Qa) ; 5(ppm) l,35-1.70(6H,m)» 1.8 
4(2N,u>). 2.14(lH r m). 2.79(2H,m), ?.86(lH r dd r J-13,5 
Hz,?=17Hz), 3.03(lH 4 dti,3=17Hz,J=22Hz). 3,21(3H r 
S). 3.27(3H f s). 3,33(2H r sX 6,20(lH f s), 7.11-7,23 
(4H,m), 7,36(2H f d,3-7.1Hz). 
50 [002 2 ] ettft»£KJ:g*Kttiu x^?y-;U 
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[0023] : 
170-I7rc. 

, H-l«R(40GWz v CDC1j) ; S (pun) 1.73-2,?4(7H,m), 2. 
<50-2,77(2h,nO % 3.15-3. 37(2H,m), 3.39-3.52(2H,u0. 
3.90(3H,5), 3.9S(3H,s). 4.16(2H,d, J=4,4Hz). 6.82(1 
H r s) 7,14(l>1,s), 7.40-7, 50(3H f m), 7.58-7.65<2H, 
lM0(lH,bs), 

ESI-M5: m/2 = 399 (Mttf ). 10 
[0 02 5] In vritroT-fe^/Un U ? 
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*^*412n^toW4»^ItfkiLrr»J^L, r-fe* 

1 ' ; EnmanXA^Courtn^VrK.D^Anclres^.and Feath 
erstone,R,M, , (1961) ,Biochen, Pharmacol , r 7 ,68—95. 

[ 0 0 2 6 ] 2) imitate 

2 ; &m K*^;U 
[ 0 0 2 7 ] 3) ttK 
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